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Page 3&, line 
therefor. 


delete "Figure 2" and insert — SEQ ID NO; 13--, 


Page 37, /line 32, delate to #846 of 
to *853 of SEQ 10 NO: 13 — , therefor. 


Figuje 2" and insert ~ #8 



the c^fiifrfl: 


(once amended) An isolate? DNA sequence 
protein said DNA sequence] comprising [at 
following sequences 


[encofkTng a BMP- 8 
one of] the 


GTG CAC CTG CTG AAG CCG CAC GCG GTC /^AAG QtG TGC TGC GCG CCC ACC 
AAG CTG AGC GCC ACT TCC GTg 'cTC TA^AC GAC A^C AGC AAC AAC GTC ATC 
CTG CGC AAG CAC CGC AAC ATG GTG jffc CGC^6c TGC GGC TGC CAC (SEQ ID 
NO: 7); X/ ' 

*>) 

GAC TGG GTC ATC GCC CAA GGC TAC TCA GCC TAT TAC TGT GAA GGG GAG 
TGC TCC TTC CCG C76 GAC TCC TGC ATG AAC GCC A([c AAC CAC GCC ATC CTG 
CAG TCC CTG (ja&Q id NO: 9); and 

<s) 

GAC &tC CAC GGC TCC CAC GGC CGG CAG GTG 
TG< CGTCGG CAC GAG CTG AGC TTC CAG GAC CTG GGC TGG CTG (SEQ ID NO: 


A 


i 


50N1- BY'ULNtl ICS IN3I I lUI't : W3-y4 : 4^5hM 


u:gal utrr. - 


703 305 3014 -215 


USSK 07/600,364 

Group Art Unit 1814 
Filed: November 26, 1991 


(d) the nucleotide sequonoe^coropriBij 
of Figure 2{SEQ ID NO: 13); and) 


nucleotide #1 through #84 3 


e) the nuclebtlde^seguence comprising 
#843 of Ficpi;aO ffiffn m HTfi.n) -\ 


/ 


7. (twice amended) An isolal 


nucleotide sequence set forth iry\figuri 2( 
nucleotide #[1]8 to #[843] 


nucleotide #430 through 


sequence comprising the 


JSEQ ID NO:l3[)j from 


8. (twice amended)/ An isolated DNA 
nucleotide seraence set forth in [Figure 2 ( 
nucleotide//T43Q1434 through #f843]850. 


seqi ence 


amended) An isolated/PP^A con 


75010 [encoding BJ 


comprising the 
SEQ ID MO: 13 [) ] from 


[IT] £he DNA sequence of 


-B protein said 


>nce amended) A method [for producing 
athod] comprising the steps of: 

(a) culturing a cell transfonce>J with a vector comprising 
[having] a DNA eequenoe of /clain^ gjaid DNA sequence in 
operative anoooiation wit 
therefor; and 

(b) recovering, isolating and purifying from said culture 

5 


n expression control sequence 
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medium a protein encoded bv said DNA Rpau^noe j^hayar^rU^ 


by the ability to induce cartilage and/jr wne formation] 

18. (once amended) A method (for^ wftduc^ng a purified BMP-8 
protein said method] comprising Jvm£\ steps of 

(a) culturing a ooll t^nsTormed wit*j a vector comprising 
[having] a DNA sequqroe of claim 9 in [operative association 
with an expression control sequence therefor; and 

(b) recover^ig, isolating and purify ipg from said culture 
medium a^rotein enco ded by sai d, D NA sequence [characterized 


by th^r ability to induce cartilage and/br bone formation ] 


g a purified BMP-8 


19. (twice amended) A method [for produci* 
protein said method] comprising the 6te^s of: 

(a) culturing- a aell transformed with 'a vector comprising 

I 

prising nucleotide #[!]£ through 


[having] a DNA sequence ^ 
#[843]5J0 of [Figured] feo )lD no: 13 
operative association wit^/ an express 
therefore; an*! 
(b) 

medium 


said DNA sequence in 
ion control sequence 


recovering, isoj^ating, and purifying from said culture 
protein 'characterized by an amino acid sequence 
comprising amino acid #[14334 to f{2Ql)2&z of [Figure 2j (St'Q 
ID/NO: 14) . 
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Add new claims t 


26. A method comprising the steps of: 

(a) culturing a cell transformed with 
a DNA sequence of claim 7 said DNA 
association with an expression control 
and 

(b) recovering, isolating and puri.fyi 
medium a protein encoded by sai^i>NA 

27. a method comprising the steps of: 

(a) culturing a cell transformed with 
a DNA sequence of claim 8 s&if DNA & 
association with an expression control 
and 

(b) recovering, isolat^g and purifyi 
medium a protein / encoded by 


a vector ssomprising 
6eqv)ence in/ operative 
sequence therefor ; 

from said culture 


enc 


vector comprising 
qi^ence in operative 
sequence therefor; 


ng from said culture 
s!aid DNA sequence. 


A DNA sequence encoding a protein comir^Tng the 
''amino acid sequences 

a) Arg-His^Glu-Leu-Tyr-vai-Se 

Leu-Asp-^rp-Val-Ile-Ala-Ji^o^Gln-Gl|y-Tyr 
1)/ 


Lowing 

n-Asp-Leu-Gly-Trp- 
(SEQ ID NO: 
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b) Leu-Ser-Ala-Thr-Ser-vj 
Asn-Val-Ile-Leu-Arg 


u-Tyr-Tyr-Asp-Ser-Ser-Asn- 
10 NO J 2) ; ana 


c) Ala-Cys-Cys-^la-Pro-Thr-Lys 


r 


/ 


a molecular weight 


29. The DNA of claim 6 wherein said protein 

of 28,000-38,000 daltons and under reducing Conditions a molecular 
weight of 14,000-20,000 daltons. 


/ 


I 


30. Tha DNA of claim 28 whereiin said/protein ^ias a molecular weight 
of 28,000-38,000 daltons and ux&$¥ reducing Renditions a molecular 
weight, of 14,000-20,000 dal( 


tons/ 


31. A vector comprising the/ DNA of claim 28, 


32 . A DNA sequence whicK hyb/idizes under s 
the sequence of claim/28 and encodes a BMP-G 


tjringent conditions to 
protein. 


33. A method comp/ising 

a) culturing a cell transformed with a vector comprising a DNA 
of claim 28 In operative association with an expression control 
sequence th&rofor; and 

b) recovering , isolating and purifying from said culture 
medium a yBMP-8 characterized by the following sequences 
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i) Arg-His-aiu-Leu-Tyr-Val-Ser-Plui 
Leu-Asp-Trp-Val-Ile-Ala-Pro-Gln 


-Gljv*Asp-Leu-Gly-Trp- 
r-Tyr (SEQ ID NO: 



ii) Leu-Ser-Ala 
Asn-Val-Ilo 


/al-Leu-Tyr 
(SEQ ID NO: 2) 


iii) Ala-cy's-cys-Ala-Pro-Thr-Lye (sjjq ID NO: 3); 


"34. A method for isolating a DNA sequence comprising 

a) designing nucleotide probes based op the follow^rfg amino 
acid sequences 

i) Arg-Hia-Glu.-Leu-Tyr--val-Ser-Phej-Gli^Asp-Leu-Gly-Trp- 
Leu-Asp-Trp-Val-Ile-Ala-Pro-Glj>^iy-ffyr (SEQ ID NO: 

i) ; 


-Tyr-Asp-Ser-Ser-Asn- 
; and 


ii) Leu-Ser-Ala-Thr-Sa^-Val-Leu-Tyr 
Asn-Val-Ile-Leu-Afg (SEQ ID NO: 2) 


iii) Ala-Cys-cyi-Ala-Pro-Thr-Lys (SEQ 15 NO: 3); 


■Tyr-Aep-Ser-Ser-Asn- 


b) screening a cheated library witih said probes; and 
isolating/^aid DNA sequence from said library said DNA encoding a 
protei^comprisij2S--£li^^ set forth ill i) through iii) . 


